We detected a nonsense mutation in the tyrosinase gene of two Afghan sibs with classical tyrosinase negative (type IA) oculocutaneous albinism. The mutation, a single base substitution at codon 178, creates an amber termination codon that truncates the 529 amino acid tyrosinase polypeptide at this position. The patients' parents are first cousins, and the patients are therefore homoalielic for this mutation.
the mature 58 kd highly glycosylated tyrosinase enzyme.6 The deduced amino acid sequence contains five potential asparagine linked glycosylation signals, two potential copper binding sites, and a C-terminal potential transmembrane region.3 The human tyrosinase gene is located on chromosome segment 1 1q14-q217 and consists of five exons spanning more than 50 kb of DNA.8 Seven different mutations of the tyrosinase gene have been described in patients with type IA OCA.
These include a frameshift mutation (codon 310)9 and a missense mutation (codon 77 Arg-Gln)10 in Japanese patients, a frameshift mutation (codon 501)' and three different missense mutations (codon 81 Pro-*Leu,12 codon 373 Thr-Lys, and codon 383 Asp-*Asn)13 in Caucasian patients, and one missense mutation (codon 89 Cys--Arg)14 in an American Black. Here we describe an eighth tyrosinase gene mutation associated with type IA OCA, an amber nonsense mutation at codon 178 (Trp--Ter), in two sibs of Afghan ethnic origin. The patients' parents are first cousins and both patients are homoallelic for the codon 178 nonsense mutation.
Materials and methods

DESCRIPTION OF PATIENTS
The two patients, a brother (patient 1) and sister (patient 2), are the offspring of a consanguineous marriage of first cousins of Afghan ethnic origin. The patients' parents, a brother, and three sisters are darkly pigmented. Although hairbulb tyrosinase activity was not determined, both affected children exhibit classical features of type IA oculocutaneous albinism, completely lacking apparent melanin pigment in their hair, skin, and eyes. This enabled us to confirm the presence of this mutation in the patients' genomic DNA. A 338 bp fragment of the tyrosinase gene exon 1 was PCR amplified from genomic DNA of the two sibs with OCA and from eight unrelated, normal, Caucasian subjects using primer pair P11/P12. The fragments were then digested with XbaI and analysed by polyacrylamide gel electrophoresis (fig 2) . The 338 bp exon 1 PCR products of all eight normal subjects contained no XbaI site and thus were not cleaved by XbaI. However, the 338 bp fragments of both OCA patients were completely cleaved by XbaI to 223 bp and 115 bp fragments. This is consistent with their both being homoallelic for the codon 178 TGG->TAG nonsense substitution. 
Discussion
